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In response to this Office Action, entry of the following amendments is earnestly 
solicited. 



In the Specification: 

Please amend the paragraph at page 1, lines 4-8, to read as follows: 



y^This application claims the benefit of U.S. Provisional Application No. 
60/112,020, which was converted pursuant to 37 C.F.R. §1.53(c)(2)(i) from U.S. Patent 
Application No. 08/904,424, filed July 31, 1997, and of U.S. Provisional Application No. 
60/054,453, filed August 1, 1997, all of which applications are incorporated herein by 
reference in their entireties.^ 




Please insert at page 8, after line 11, the follo wing^ 



y^/vAs used herein, "alkyl" refers to alkyl groups preferably having from 1 to 10 
carbon atoms and more preferably 1 to 6 carbon atoms. This term is exemplified by groups 
such as methyl, t-butyl, n-heptyl, octyl and the like. 

cK 

"Substituted alkyl" refers to an alkyl group, preferably of from 1 to 10 carbon 
atoms, having from 1 to 5 substituents selected from the group consisting of alkoxy, 
substituted alkoxy, acyl, acylamino, thiocarbonylamino, acyloxy, amino, amidino, alkyl 
amidino,thioamidino, aminoacyl, aminocarbonylamino, aminothiocarbonylamino, 
aminocarbonyloxy, aryl, substituted aryl, aryloxy, substituted aryloxy, aryloxylaryl, 
substituted aryloxy aryl, cyano, halogen, hydroxy 1, nitro, carboxyl, carboxylalkyl, 
carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, carboxyl-substituted 
heteroaryl, carboxylheterocyclic, carboxyl-substituted heterocyclic, cycloalkyl, substituted 
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cycloalkyl, guanidino, guanidinosulfone, thiol, thioalkyl, substituted thioalkyl, thioaryl, 
substituted thioaryl, thiocycloalkyl, substituted thiocycloalkyl, thioheteroaryl, substituted 
thioheteroaryl, thioheterocyclic, substituted thioheterocyclic, heteroaryl, substituted aryl, 
substituted heteroaryl, heterocyclic, substituted heterocyclic, cycloalkoxy, substituted 
cycloalkoxy, heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted 
heterocyclyloxy, oxycarbonylamino, oxythiocarbonylamino, -OS(0) 2 -alkyl, -OS(0) 2 - 
substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 -substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 - 
substituted heteroaryl, -OS(0) 2 -heterocyclic, -OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR 
where R is hydrogen or alkyl, -NRS(0) 2 -alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, 
-NRS(0) 2 -substituted aryl, -NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted heteroaryl, 
-NRS(0) 2 -heterocyclic, -NRS(0) 2 -substituted heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 - 
NR-substituted alkyl, -NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR- 
heteroaryl, -NRS(0) 2 -NR-substituted heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 - 
NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di-alkylamino, mono- 
and di-(substituted alkyl)amino, mono- and di-arylamino, mono- and di-substituted 
arylamino, mono- and di-heteroarylamino, mono- and di-substituted heteroarylamino, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, 
unsymmetric di-substituted amines having different substituents selected from alkyl, 
substituted alkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and 
substituted heterocyclic and substituted alkyl groups having amino groups blocked by 
conventional blocking groups such as Boc, Cbz, formyl, and the like or alkyl/substituted 
alkyl groups substituted with -S0 2 -alkyl, -S0 2 -substituted alkyl, -S0 2 -alkenyl, -S0 2 - 
substituted alkenyl, -S0 2 -cycloalkyl, -S0 2 - substituted cycloalkyl, -S0 2 -aryl, -S0 2 - 
substituted aryl, -S0 2 -heteroaryl, -S0 2 -substituted heteroaryl, -S0 2 -heterocyclic, -S0 2 - 
substituted heterocyclic and -S0 2 NRR where R is hydrogen or alkyl. 
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"Alkoxy" refers to the group "alkyl-O-" which includes, by way of example, 
methoxy, ethoxy, w-propoxy, /so-propoxy, w-butoxy, terf-butoxy, s^obutoxy, n-pentoxy, 
n-hexoxy, 1,2-dimethylbutoxy, and the like. 

"Substituted alkoxy" refers to the group "substituted alkyl-O- ". 

"Acyl" refers to the groups H-C(O)-, alkyl-C(O)-, substituted alkyl-C(O)-, alkenyl- 
C(O)-, substituted alkenyl-C(O)-, alkynyl-C(O)-, substituted alkynyl-C(O)- cycloalkyl- 
C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, substituted aryl-C(O)-, heteroaryl-C(O)-, 
substituted heteroaryl-C(O), heterocyclic-C(O)-, and substituted heterocyclic-C(O)- wherein 
alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, 
cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic and substituted heterocyclic are as defined herein. 

"Acylamino" refers to the group -C(0)NRR where each R is independently selected 
from the group consisting of hydrogen, alkyl, substituted alkyl, alkenyl, substituted 
alkenyl, alkynyl, substituted alkynyl, aryl, substituted aryl, cycloalkyl, substituted 
cycloalkyl, heteroaryl, substituted heteroaryl, heterocyclic, substituted heterocyclic and 
where each R is joined to form together with the nitrogen atom a heterocyclic or substituted 
heterocyclic ring wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic are as defined herein. 

"Thiocarbonylamino" refers to the group -C(S)NRR where each R is independently 
selected from the group consisting of hydrogen, alkyl, substituted alkyl, alkenyl, 
substituted alkenyl, alkynyl, substituted alkynyl, aryl, substituted aryl, cycloalkyl, 
substituted cycloalkyl, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
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heterocyclic and where each R is joined to form, together with the nitrogen atom a 
heterocyclic or substituted heterocyclic ring wherein alkyl, substituted alkyl, alkenyl, 
substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic 
are as defined herein. 

"Acyloxy" refers to the groups alkyl-C(0)0-, substituted alkyl-C(0)0-, alkenyl- 
C(0)0-, substituted alkenyl-C(0)0-, alkynyl-C(0)0-, substituted alkynyl-C(0)0-, aryl- 
C(0)0-, substituted aryl-C(0)0-, cycloalkyl-C(0)0-, substituted cycloalkyl-C(0)CK 
heteroaryl-C(0)0-, substituted heteroaryl-C(0)0-, heterocyclic-C(0)0-, and substituted 
heterocyclic-C(0)0- wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic are as defined herein. 

"Alkenyl" refers to alkenyl group preferably having from 2 to 10 carbon atoms and 
more preferably 2 to 6 carbon atoms and having at least 1 and preferably from 1-2 sites of 
alkenyl unsaturation. 

"Substituted alkenyl" refers to alkenyl groups having from 1 to 5 substituents 
selected from the group consisting of alkoxy, substituted alkoxy, acyl, acylamino, 
thiocarbonylamino, acyloxy, amino, amidino, alkylamidino, thioamidino, aminoacyl, 
aminocarbonylamino, aminothiocarbonylamino, aminocarbonyloxy, aryl, substituted aryl, 
aryloxy, substituted aryloxy, aryloxyaryl, substituted aryloxyaryl, halogen, hydroxyl, 
cyano, nitro, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, 
carboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl- 
substituted heterocyclic, cycloalkyl, substituted cycloalkyl, guanidino, guanidinosulfone, 
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thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted thioaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheteroaryl, substituted thioheteroaryl, thioheterocyclic, 
substituted thioheterocyclic, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic, cycloalkoxy, substituted cycloalkoxy, heteroaryloxy, substituted 
heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, oxycarbonylamino, 
oxythiocarbonylamino, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) r 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, -OS(0) 2 -heterocyclic, 
-OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, -NRS(0) 2 - 
alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, -NRS(0) 2 - 
heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, -NRS(0) 2 -substituted 
heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0) 2 -NR-aryl, 
-NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) r NR-substituted 
heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is 
hydrogen or alkyl, mono- and di-alkylamino, mono- and di-(substituted alkyl)amino, mono- 
and di-arylamino, mono- and di-substituted arylamino, mono- and di-heteroarylamino, 
mono- and di-substituted heteroarylamino, mono- and di-heterocyclic amino, mono- and di- 
substituted heterocyclic amino, unsymmetric di-substituted amines having different 
substituents selected from alkyl, substituted alkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic and substituted alkenyl 
groups having amino groups blocked by conventional blocking groups such as Boc, Cbz, 
formyl, and the like or alkenyl/substituted alkenyl groups substituted with -S0 2 -alkyl, -S0 2 - 
substituted alkyl, -S0 2 -alkenyl, -S0 2 -substituted alkenyl, -S0 2 -cycloalkyl, 
-S0 2 -substituted cycloalkyl, -S0 2 -aryl, -S0 2 -substituted aryl, -S0 2 -heteroaryl, -SO r 
substituted heteroaryl, -S0 2 -heterocyclic, -S0 2 -substituted heterocyclic and -S0 2 NRR where 
R is hydrogen or alkyl. 
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"Alkynyl" refers to alkynyl group preferably having from 2 to 10 carbon atoms and 
more preferably 3 to 6 carbon atoms and having at least 1 and preferably from 1-2 sites of 
alkynyl unsaturation. 

"Substituted alkynyl" refers to alkynyl groups having from 1 to 5 substituents 
selected from the group consisting of alkoxy, substituted alkoxy, acyl, acylamino, 
thiocarbonylamino, acyloxy, amino, amidino, alkylamidino, thioamidino, aminoacyl, 
aminocarbonylamino, amino thiocarbonylamino, aminocarbonyloxy, aryl, substituted aryl, 
aryloxy, substituted aryloxy, aryloxyaryl, substituted aryloxyaryl, halogen, hydroxyl, 
cyano, nitro, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, 
carboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl- 
substituted heterocyclic, cycloalkyl, substituted cycloalkyl, guanidino, guanidinosulfone, 
thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted thioaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheteroaryl, substituted thioheteroaryl, thioheterocyclic, 
substituted thioheterocyclic, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic, cycloalkoxy, substituted cycloalkoxy, heteroaryloxy, substituted 
heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, oxycarbonylamino, 
oxy thiocarbonylamino, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, -OS(0) 2 -heterocyclic, 
-OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, -NRS(0) 2 - 
alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, -NRS(0) 2 - 
heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, -NRS(0) 2 -substituted 
heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0) 2 -NR-aryl, 
-NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 -NR-substituted 
heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is 
hydrogen or alkyl, mono- and di-alkylamino, mono- and di-(substituted alkyl)amino, mono- 
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and di-arylamino, mono- and di-substituted arylamino, mono- and di-heteroarylamino, 
mono- and di-substituted heteroarylamino, mono- and di-heterocyclic amino, mono- and di- 
substituted heterocyclic amino, unsymmetric di-substituted amines having different 
substituents selected from alkyl, substituted alkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic and substituted alkynyl 
groups having amino groups blocked by conventional blocking groups such as Boc, Cbz, 
formyl, and the like or alkynyl/substituted alkynyl groups substituted with -S0 2 -alkyl, 
-S0 2 -substituted alkyl, -S0 2 -alkenyl, -S0 2 -substituted alkenyl, -S0 2 -cycloalkyl, 
-S0 2 ~substituted cycloalkyl, -S0 2 -aryl, -S0 2 -substituted aryl, -S0 2 -heteroaryl, -S0 2 - 
substituted heteroaryl, -S0 2 -heterocyclic, -S0 2 - substituted heterocyclic and -S0 2 NRR where 
R is hydrogen or alkyl. 

"Amidino" refers to the group H 2 NC- and the term "alkylamidino" 

II 

NH 

refers to compounds having 1 to 3 alkyl groups (e.g., alkylHNC-). 

II 

NH 

"Thioamidino" refers to the group RSC- where R is hydrogen or 

NH 

alkyl. 

"Aminoacyl" refers to the groups -NRC(0)alkyl, -NRC(0)substituted alkyl, 
-NRC(0)cycloalkyl, -NRC(0)substituted cycloalkyl, -NRC(0)alkenyl, -NRC(0)substituted 
alkenyl, -NRC(0)alkynyl, -NRC(0)substituted alkynyl, -NRC(0)aryl, -NRC(0)substituted 
aryl, -NRC(0)heteroaryl, -NRC(0)substituted heteroaryl, -NRC(0)heterocyclic, and 
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-NRC(0)substituted heterocyclic where R is hydrogen or alkyl and wherein alkyl, 
substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, 
substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic 
and substituted heterocyclic are as defined herein. 

"Aminocarbonyloxy" refers to the groups -NRC(0)0-alkyl, -NRC(0)0-substituted 
alkyl, -NRC(0)0-alkenyl, -NRC(0)0-substituted alkenyl, -NRC(0)0-alkynyl, -NRC(0)0- 
substituted alkynyl, -NRC(0)0-cycloalkyl, -NRC(0)0-substituted cycloalkyl, -NRC(0)0- 
aryl, -NRC(0)0-substituted aryl, -NRC(0)0-heteroaryl, -NRC(0)0-substituted heteroaryl, 
-NRC(0)0-heterocyclic, and -NRC(0)0-substituted heterocyclic where R is hydrogen or 
alkyl and wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted 
alkynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted 
heteroaryl, heterocyclic and substituted heterocyclic are as defined herein. 

"Oxycarbonylamino" refers to the groups -OC(0)NH 2 , -OC(0)NRR, 
-OC(0)NR-alkyl, -OC(0)NR-substituted alkyl, -OC(0)NR-alkenyl, -OC(0)NR-substituted 
alkenyl, -OC(0)NR-alkynyl, -OC(0)NR-substituted alkynyl, -OC(0)NR-cycloalkyl, 
-OC(0)NR-substituted cycloalkyl, -OC(0)NR-aryl, -OC(0)NR-substituted aryl, 
-OC(0)NR-heteroaryl, -OC(0)NR-substituted heteroaryl,- OC(0)NR-heterocyclic, and 
-OC(0)NR-substituted heterocyclic where R is hydrogen, alkyl or where each R is joined to 
form, together with the nitrogen atom a heterocyclic or substituted heterocyclic ring and 
wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, 
cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic and substituted heterocyclic are as defined herein. 

"Oxythiocarbonylamino" refers to the groups -OC(S)NH 2 , -OC(S)NRR, -OC(S)NR- 
alkyl, -OC(S)NR-substituted alkyl, -OC(S)NR-alkenyl, -OC(S)NR-substituted alkenyl, 
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-OC(S)NR-alkynyl, -OC(S)NR-substituted alkynyl, -OC(S)NR-cycloalkyl, -OC(S)NR- 
substituted cycloalkyl, -OC(S)NR-aryl, -OC(S)NR-substituted aryl, -OC(S)NR-heteroaryl, 
-OC(S)NR-substituted heteroaryl, -OC(S)NR-heterocyclic, and -OC(S)NR-substituted 
heterocyclic where R is hydrogen, alkyl or where each R is joined to form together with the 
nitrogen atom a heterocyclic or substituted heterocyclic ring and wherein alkyl, substituted 
alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and 
substituted heterocyclic are as defined herein. 

"Aminocarbonylamino" refers to the groups -NRC(0)NRR, -NRC(0)NR-alkyl, 
-NRC(0)NR-substituted alkyl, -NRC(0)NR-alkenyl, -NRC(0)NR-substituted alkenyl, 
-NRC(0)NR-alkynyl, -NRC(0)NR-substituted alkynyl, -NRC(0)NR-aryl, -NRC(0)NR- 
substituted aryl, -NRC(0)NR-cycloalkyl, -NRC(0)NR-substituted cycloalkyl, 
-NRC(0)NR-heteroaryl, and -NRC(0)NR-substituted heteroaryl, -NRC(0)NR- 
heterocyclic, and -NRC(0)NR-substituted heterocyclic where each R is independently 
hydrogen, alkyl or where each R is joined to form together with the nitrogen atom a 
heterocyclic or substituted heterocyclic ring as well as where one of the amino groups is 
blocked by conventional blocking groups such as Boc, Cbz, formyl, and the like and 
wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, 
cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic and substituted heterocyclic are as defined herein. 

"Aminothiocarbonylamino" refers to the groups -NRC(S)NRR, -NRC(S)NR-alkyl, 
-NRC(S)NR-substituted alkyl, -NRC(S)NR-alkenyl, -NRC(S)NR-substituted alkenyl, 
-NRC(S)NR-alkynyl, -NRC(S)NR-substituted alkynyl, -NRC(S)NR-aryl, -NRC(S)NR- 
substituted aryl, -NRC(S)NR-cycloalkyl, -NRC(S)NR-substituted cycloalkyl, -NRC(S)NR- 
heteroaryl, and -NRC(S)NR-substituted heteroaryl, -NRC(S)NR-heterocyclic, and 
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-NRC(S)NR-substituted heterocyclic where each R is independently hydrogen, alkyl or 
where each R is joined to form together with the nitrogen atom a heterocyclic or substituted 
heterocyclic ring as well as where one of the amino groups is blocked by conventional 
blocking groups such as Boc, Cbz, formyl, and the like and wherein alkyl, substituted 
alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and 
substituted heterocyclic are as defined herein. 

"Aryl" or "Ar" refers to an unsaturated aromatic carbocyclic group of from 6 to 14 
carbon atoms having a single ring (e.g., phenyl) or multiple condensed rings (e.g., 
naphthyl or anthryl) which condensed rings may or may not be aromatic (e.g., 2- 
benzoxazolinone, 2H-l,4-benzoxazin-3(4H)-one-7yl, and the like). Preferred aryls include 
phenyl and naphthyl. 

Substituted aryl refers to aryl groups which are substituted with from 1 to 3 
substituents selected from the group consisting of hydroxy, acyl, acylamino, 
thiocarbonylamino, acyloxy, alkyl, substituted alkyl, alkoxy, substituted alkoxy, alkenyl, 
substituted alkenyl, alkynyl, substituted alkynyl, amidino, alkylamidino, thioamidino, 
amino, aminoacyl, aminocarbonyloxy, aminocarbonylamino, aminothiocarbonylamino, 
aryl, substituted aryl, aryloxy, substituted aryloxy, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, 
carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl- 
substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, 
carboxyl-substituted heteroaryl, carboxy Heterocyclic, carboxyl-substituted heterocyclic, 
carboxylamido, cyano, thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted thioaryl, 
thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, substituted thiocycloalkyl, 
thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted cycloalkyl, guanidino, 
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guanidinosulfone, halo, nitro, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic, cycloalkoxy, substituted cycloalkoxy, heteroaryloxy, substituted 
heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, oxycarbonylamino, 
oxythiocarbonylamino, -S(0) 2 -alkyl, -S(0) 2 -substituted alkyl, -S(0) 2 -cycloalkyl, -S(0) 2 - 
substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -substituted alkenyl, -S(0) 2 -aryl, -S(0) 2 - 
substituted aryl, -S(0) 2 -heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0) 2 -heterocyclic, 
-S(0) 2 -substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, 
-OS(0) 2 -aryl, -OS(0) 2 -substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, 
-OS(0) 2 -heterocyclic, -OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen 
or alkyl, -NRS(0) 2 -alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted 
aryl, -NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, 
-NRS(0) 2 -substituted heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, 
-NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 - 
NR-substituted heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted 
heterocyclic where R is hydrogen or alkyl, mono- and di-alkylamino, mono- and di- 
(substituted alkyl)amino, mono- and di-arylamino, mono- and di-substituted arylamino, 
mono- and di-heteroarylamino, mono- and di-substituted heteroarylamino, mono- and di- 
heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic 
and amino groups on the substituted aryl blocked by conventional blocking groups such as 
Boc, Cbz, formyl, and the like or substituted with -S0 2 NRR where R is hydrogen or alkyl. 

"Aryloxy" refers to the group aryl-O- which includes, by way of example, phenoxy, 
naphthoxy, and the like. 

"Substituted aryloxy" refers to substituted aryl-O- groups. 
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"Aryloxyaryl" refers to the group -aryl-O-aryl. 

"Substituted aryloxyaryl" refers to aryloxyaryl groups substituted with from 1 to 3 
substituents on either or both aryl rings selected from the group consisting of hydroxy, 
acyl, acylamino, thiocarbonylamino, acyloxy, alkyl, substituted alkyl, alkoxy, substituted 
alkoxy, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, amidino, alkylamidino, 
thioamidino, amino, aminpacyl, aminocarbonyloxy, aminocarbonylamino, 
aminothiocarbonylamino, aryl, substituted aryl, aryloxy, substituted aryloxy, cycloalkoxy, 
substituted cycloalkoxy, heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, 
substituted heterocyclyloxy, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl- 
cycloalkyl, carboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, 
carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl- 
substituted heterocyclic, carboxylamido, cyano, thiol, thioalkyl, substituted thioalkyl, 
thioaryl, substituted thioaryl, thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, 
substituted cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heteroaryl, substituted 
heteroaryl, heterocyclic, substituted heterocyclic, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, 
oxycarbonylamino, oxy thiocarbonylamino, -S(0) 2 -alkyl, -S(0) 2 -substituted alkyl, -S(0) 2 - 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -substituted alkenyl, -S(0) 2 - 
aryl, -S(0) 2 -substituted aryl, -S(0) 2 -heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0) 2 - 
heterocyclic, -S(0) 2 -substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, 
-OS(0) 2 -aryl, -OS(0) 2 -substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, 
-OS(0) 2 -heterocyclic, -OS(0) 2 -substituted heterocyclic, -OSO r NRR where R is hydrogen 
or alkyl, -NRS(0) 2 -alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted 
aryl, -NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, 
-NRS(Q) 2 -substituted heterocyclic, -NRS(Q) 2 -NR-alkyl, -NRS(Q) 2 -NR-substituted alkyl, 
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-NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 - 
NR-substituted heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted 
heterocyclic where R is hydrogen or alkyl, mono- and di-alkylamino, mono- and di- 
(substituted alkyl)amino, mono- and di-arylamino, mono- and di-substituted arylamino, 
mono- and di-heteroarylamino, mono- and di-substituted heteroarylamino, mono- and di- 
heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic 
and amino groups on the substituted aryl blocked by conventional blocking groups such as 
Boc, Cbz, formyl, and the like or substituted with -S0 2 NRR where R is hydrogen or alkyl. 

"Cycloalkyl" refers to cyclic alkyl groups of from 3 to 8 carbon atoms having a 
single cyclic ring including, by way of example, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclooctyl and the like. Excluded from this definition are multi-ring alkyl groups such as 
adamantanyl, etc. 

"Cycloalkenyl" refers to cyclic alkenyl groups of frm 3 to 8 carbon atoms having a 
single cyclic ring. 

"Substituted cycloalkyl" and "substituted cycloalkenyl" refers to an cycloalkyl or 
cycloalkenyl group, preferably of from 3 to 8 carbon atoms, having from 1 to 5 substituents 
selected from the group consisting of oxo ( = 0), thioxo ( = S), alkoxy, substituted alkoxy, 
acyl, acylamino, thiocarbonylamino, acyloxy, amino, amidino, alkylamidino, thioamidino, 
aminoacyl, aminocarbonylamino, aminothiocarbonylamino, aminocarbonyloxy, aryl, 
substituted aryl, aryloxy, substituted aryloxy, aryloxyaryl, substituted aryloxyaryl, 
halogen, hydroxyl, cyano, nitro, carboxyl, carboxylalkyl, carboxyl-substituted alkyl, 
carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, carboxylaryl, carboxyl-substituted 



(11/00) 



Reply to Office Action 
Application No. 09/127,364 
Attorney's Docket No. 002010-603 

Page 15 



aryl, carboxylheteroaryl, carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl- 
substituted heterocyclic, cycloalkyl, substituted cycloalkyl, guanidino, guanidinosulfone, 
thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted thioaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheteroaryl, substituted thioheteroaryl, thioheterocyclic, 
substituted thioheterocyclic, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic, cycloalkoxy, substituted cycloalkoxy, heteroaryloxy, substituted 
heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, oxycarbonylamino, 
oxythiocarbonylamino, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, -OS(0) 2 -heterocyclic, 
-OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, -NRS(0) 2 - 
alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, -NRS(0) 2 - 
heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, -NRS(0) 2 -substituted 
heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0) 2 -NR-aryl, 
-NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 -NR-substituted 
heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is 
hydrogen or alkyl, mono- and di-alkylamino, mono- and di-(substituted alkyl) amino, mono- 
and di-arylamino, mono- and di-substituted arylamino, mono- and di-heteroarylamino, 
mono- and di-substituted heteroarylamino, mono- and di-heterocyclic amino, mono- and di- 
substituted heterocyclic amino, unsymmetric di-substituted amines having different 
substituents selected from alkyl, substituted alkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic and substituted alkynyl 
groups having amino groups blocked by conventional blocking groups such as Boc, Cbz, 
formyl, and the like or alkynyl/substituted alkynyl groups substituted with -S0 2 -alkyl, 
-S0 2 -substituted alkyl, -S0 2 -alkenyl, -S0 2 -substituted alkenyl, -S0 2 -cycloalkyl, 
-S0 2 -substituted cycloalkyl, -S0 2 -aryl, -S0 2 -substituted aryl, -S0 2 -heteroaryl, -S0 2 - 
substituted heteroaryl, -S0 2 -heterocyclic, -S0 2 - substituted heterocyclic and -S0 2 NRR where 
R is hydrogen or alkyl. 
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"Cycloalkoxy" refers to -O-cycloalkyl groups. 

"Substituted cycloalkoxy" refers to -O-substituted cycloalkyl groups. 

"Guanidino" refers to the groups -NRC( = NR)NRR, -NRC( = NR)NR-alky 1 , 
-NRC( = NR)NR-substituted alkyl, -NRC( = NR)NR-alkenyl, -NRC( = NR)NR-substituted 
alkenyl, -NRC( = NR)NR-alkynyl, -NRC( = NR)NR-substituted alkynyl, -NRC( = NR)NR- 
aryl, -NRC( = NR)NR-substituted aryl, -NRC( = NR)NR-cycloalkyl, -NRC( = NR)NR- 
heteroaryl, -NRC( = NR)NR-substituted heteroaryl, -NRC( = NR)NR-heterocyclic, and 
-NRC( = NR)NR-substituted heterocyclic where each R is independently hydrogen and alkyl 
as well as where one of the amino groups is blocked by conventional blocking groups such 
as Boc, Cbz, formyl, and the like and wherein alkyl, substituted alkyl, alkenyl, substituted 
alkenyl, alkynyl, substituted alkynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted 
aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic are as 
defined herein. 

"Guanidinosulfone" refers to the groups -NRC( = NR)NRS0 2 -alkyl, 
-NRC( = NR)NRS0 2 -substituted alkyl, -NRC( — NR)NRS0 2 -alkenyl, -NRC( = NR)NRS0 2 - 
substituted alkenyl, -NRC( = NR)NRS0 2 -alky ny 1 , -NRC( = NR)NRS0 2 -substituted alkynyl, 
-NRC( = NR)NRS0 2 -aryl, -NRC( = NR)NRS0 2 -substituted aryl, -NRC( = NR)NRS0 2 - 
cycloalkyl, -NRC( = NR)NRS0 2 -substituted cycloalkyl, -NRC( = NR)NRS0 2 -heteroaryl, 
and -NRC( = NR)NRS0 2 -substituted heteroaryl, -NRC( = NR)NRS0 2 -heterocyclic, and 
-NRC( = NR)NRS0 2 -substituted heterocyclic where each R is independently hydrogen and 
alkyl and wherein alkyl, substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted 
alkynyl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted 
heteroaryl, heterocyclic and substituted heterocyclic are as defined herein. 
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"Halo" or "halogen" refers to fluoro, chloro, bromo and iodo and preferably is 
either chloro or bromo. 

"Heteroaryl" refers to an aromatic carbocyclic group of from 2 to 10 carbon atoms 
and 1 to 4 heteroatoms selected from oxygen, nitrogen and sulfur within the ring. Such 
heteroaryl groups can have a single ring (e.g., pyridyl or furyl) or multiple condensed rings 
(e.g., indolizinyl or benzothienyl). Preferred heteroaryls include pyridyl, pyrrolyl, indolyl 
and furyl. 

"Substituted heteroaryl" refers to heteroaryl groups which are substituted with from 
1 to 3 substituents selected from the group consisting of hydroxy, acyl, acylamino, 
thiocarbonylamino, acyloxy, alkyl, substituted alkyl, alkoxy, substituted alkoxy, alkenyl, 
substituted alkenyl, alkynyl, substituted alkynyl, amidino, alkylamidino, thioamidino, 
amino, aminoacyl, aminocarbonyloxy, aminocarbonylamino, aminothiocarbonylamino, 
aryl, substituted aryl, aryloxy, substituted aryloxy, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, 
carboxyl, carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl- 
substituted cycloalkyl, carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, 
carboxyl-substituted heteroaryl, carboxylheterocyclic, carboxyl-substituted heterocyclic, 
carboxylamido, cyano, thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted thioaryl, 
thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, substituted thiocycloalkyl, 
thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted cycloalkyl, guanidino, 
guanidinosulfone, halo, nitro, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic, cycloalkoxy, substituted cycloalkoxy, heteroaryloxy, substituted 
heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, oxycarbonylamino, 
oxy thiocarbonylamino, -S(0) 2 -alkyl, -S(0) 2 -substituted alkyl, -S(0) 2 -cycloalkyl, -S(0) 2 - 



(11/00) 



Reply to Office Action 
Application No. 09/1 27,364 
Attorney's Docket No. 002010-603 

Page 18 



substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -substituted alkenyl, -S(0) 2 -aryl, -S(0) 2 - 
substituted aryl, -S(0) 2 -heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0) 2 -heterocyclic, 
-S(0) 2 -substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, 
-OS(0) 2 -substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, -OS(0) 2 - 
heterocyclic, -OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, 
-NRS(0) 2 -alkyl, -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, 
-NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, -NRS(0) 2 - 
substituted heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0) 2 - 
NR-aryl, -NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 -NR- 
substituted heteroaryl, -NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic 
where R is hydrogen or alkyl, mono- and di-alkylamino, mono- and di-(substituted 
alkyl)amino, mono- and di-arylamino, mono- and di-substituted arylamino, mono- and di- 
heteroarylamino, mono- and di-substituted heteroarylamino, mono- and di-heterocyclic 
amino, mono- and di-substituted heterocyclic amino, unsymmetric di-substituted amines 
having different substituents selected from alkyl, substituted alkyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and amino 
groups on the substituted aryl blocked by conventional blocking groups such as Boc, Cbz, 
formyl, and the like or substituted with -S0 2 NRR where R is hydrogen or alkyl. 

"Heteroaryloxy" refers to the group -O-heteroaryl and "substituted heteroaryloxy" 
refers to the group -O-substituted heteroaryl. 

"Heterocycle" or "heterocyclic" refers to a saturated or unsaturated group having a 
single ring or multiple condensed rings, from 1 to 10 carbon atoms and from 1 to 4 hetero 
atoms selected from nitrogen, sulfur or oxygen within the ring wherein, in fused ring 
systems, one or more the rings can be aryl or heteroaryl. 
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"Substituted heterocyclic" refers to heterocycle groups which are substituted with 
from 1 to 3 substituents selected from the group consisting of oxo (=0), thioxo ( = S), 
alkoxy, substituted alkoxy, acyl, acylamino, thiocarbonylamino, acyloxy, amino, amidino, 
alkylamidino, thioamidino, aminoacyl, aminocarbonylamino, aminothiocarbonylamino, 
aminocarbonyloxy, aryl, substituted aryl, aryloxy, substituted aryloxy, aryloxyaryl, 
substituted aryloxyaryl, halogen, hydroxyl, cyano, nitro, carboxyl, carboxylalkyl, 
carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, carboxyl-substituted 
heteroaryl, carboxy Heterocyclic, carboxyl-substituted heterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, thiol, thioalkyl, substituted thioalkyl, thioaryl, 
substituted thioaryl, thiocycloalkyl, substituted thiocycloalkyl, thioheteroaryl, substituted 
thioheteroaryl, thioheterocyclic, substituted thioheterocyclic, heteroaryl, substituted 
heteroaryl, heterocyclic, substituted heterocyclic, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, 
oxycarbonylamino, oxythiocarbonylamino, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, 
-OS(0) 2 -aryl, -OS(0) 2 -substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, 
-OS(0) 2 -heterocyclic, -OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen 
or alkyl, -NRS(0) 2 -alkyl % -NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted 
aryl, -NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted heteroaryl, -NRS(0) 2 -heterocyclic, 
-NRS(0) 2 -substituted heterocyclic, -NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, 
-NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR-substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 - 
NR-substituted heteroaryl, -NRS(0) 2 -NR-heterocyclic 5 -NRS(0) 2 -NR-substituted 
heterocyclic where R is hydrogen or alkyl, mono- and di-alkylamino, mono- and di- 
(substituted alkyl)amino, mono- and di-arylamino, mono- and di-substituted arylamino, 
mono- and di-heteroarylamino, mono- and di-substituted heteroarylamino, mono- and di- 
heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
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substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic 
and substituted alkynyl groups having amino groups blocked by conventional blocking 
groups such as Boc, Cbz, formyl, and the like or alkynyl/substituted alkynyl groups 
substituted with -S0 2 -alkyl, -S0 2 -substituted alkyl, -S0 2 -alkenyl, -S0 2 -substituted alkenyl, 
-S0 2 -cycloalkyl, -S0 2 -substituted cycloalkyl, -S0 2 -aryl, -S0 2 -substituted aryl, -S0 2 - 
heteroaryl, -S0 2 -substituted heteroaryl, -S0 2 -heterocyclic, -SO r substituted heterocyclic and 
-S0 2 NRR where R is hydrogen or alkyl. 

Examples of heterocycles and heteroaryls include, but are not limited to, azetidine, 
pyrrole, imidazole, pyrazole, pyridine, pyrazine, pyrimidine, pyridazine, indolizine, 
isoindole, indole, dihydroindole, indazole, purine, quinolizine, isoquinoline, quinoline, 
phthalazine, naphthylpyridine, quinoxaline, quinazoline, cinnoline, pteridine, carbazole, 
carboline, phenanthridine, acridine, phenanthroline, isothiazole, phenazine, isoxazole, 
phenoxazine, phenothiazine, imidazolidine, imidazoline, piperidine, piperazine, indoline, 
phthalimide, 1,2,3,4-tetrahydroisoquinoline, 4,5,6,7-tetrahydrobenzo[b]thiophene, thiazole, 
thiazolidine, thiophene, benzo[b]thiophene, morpholino, thiomorpholino, piperidinyl, 
pyrrolidine, tetrahydrofuranyl, and the like. 

"Heterocyclyloxy" refers to the group -O-heterocyclic and "substituted 
heterocyclyloxy" refers to the group -O-substituted heterocyclic. 

"Thiol" refers to the group -SH. 

"Thioalkyl" refers to the groups -S-alkyl 

"Substituted thioalkyl" refers to the group -S-substituted alkyl. 
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"Thiocycloalkyl" refers to the groups -S-cycloalkyl. 

"Substituted thiocycloalkyl" refers to the group -S-substituted cycloalkyl. 

"Thioaryl" refers to the group -S-aryl and "substituted thioaryl" refers to the group 
-S-substituted aryl. 

"Thioheteroaryl" refers to the group -S-heteroaryl and "substituted thioheteroaryl" 
refers to the group -S-substituted heteroaryl. 



"Pharmaceutically acceptable salt" refers to pharmaceutical^ acceptable salts of a 
compound of Formula I/IA which salts are derived from a variety of organic and inorganic 
counter ions well known in the art and include, by way of example only, sodium, 
potassium, calcium, magnesium, ammonium, tetraalkylammonium, and the like; and when 
the molecule contains a basic functionality, salts of organic or inorganic acids, such as 
hydrochloride, hydrobromide, tartrate, mesylate, acetate, maleate, oxalate and the like.(^ 



Please amend the paragraph bridging pages 13-14 to read as follows: 



^Studies carried out in support of the present invention have revealed that 

compounds which modulate binding of alpha-4/beta-l integrin to any of its ligands, 
including VCAM-1, are generally also good candidates for modulating binding of alpha-9 
integrin to its ligand(s). More specifically, as described in section IV, below, specific 
antagonists of alpha-4/beta-l integrin also block alpha-9 integrin binding to tenascin. This 



"Thioheterocyclic" refers to the group -S-heterocyclic and "substituted 
thioheterocyclic" refers to the group -S-substituted heterocyclic. 
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discovery therefore provides a wealth of candidate compounds for use in pharmaceutical 
compositions and methods of the present invention. For example, co-owned, concurrently- 
filed application U.S. Serial No. 09/126,958, (PCT Serial No. PCT/US98/15324) 
incorporated herein by reference, which claims priority to the same initial U.S. Patent 
Applications, U.S. Patent Application No. 08/904,424, filed July 31, 1997, and U.S. 
Provisional Application No. 60/054,453, filed August 1, 1997, which are incorporated 
herein by reference in their entireties, describes a series of carbamyloxy compounds which 
have been characterized as inhibitors of alpha-4/beta-l integrin binding to its ligands (i.e., 
a 4 P! antagonists). Testing and use of several exemplary compounds of this series are 
discussed below. Methods for making such compounds aer detailed in Example 4 herein! 

Please amend the paragraph at page 18, lines 9-16, to read as follows: 



^)Table 1 lists exemplary alpha-4/beta-l integrin inhibitory compounds that were 



found to have activity in the foregoing assays. Moreover, experiments in support of the 
present invention revealed that all 373 compounds described in parent applications U.S. 
Patent Application No. 08/904,424, filed July 31, 1997, and U.S. Provisional Application 
No. 60/054,453, filed August 1, 1997, and/or in co-owned application PCT/US98/ 15324 
filed concurrently herewith, all of which are incorporated herein by reference, exhibited 
sufficient alpha-4/beta-l integrin inhibitory activity to be considered candidates for alpha-9 
screening, as described in Part B, below^- 



Please amend the paragraph at page 20, lines 14-20, to read as follows: 



Methods for preparing the above-referenced reference standard compounds are 
found, for example in Example 4 herein (compounds 1-6), in parent application U.S. Patent 
Application No. 08/904,424, filed July 31, 1997, or U.S. Provisional Application No. 
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60/054,453, filed August 1, 1997 (both of which are concurrently filed with the present 
application as PCT/US98/ 15324), or in U.S. Patent Application No. 08/920,394, filed July 
31, 1997, filed concurrently as PCT/US98/15313, all of which are incorporated herein by 
ee^- 



reference.l- 



Please amend the paragraph at page 32, lines 4-6, to read as follows: 



—When tested in this assay, each of the compounds as described in Examples 1-373 
of parent application U.S. Serial No. 08/904,424 (PCT/US98/ 15324) or the corresponding 
carboxylic acids of the ester compounds, i.e., the prodrugs) exhibit IC 50 s of 15 juM or 
less. 




Please amend the paragraph at page 35, lines 16-23, to read as follows: 



►This Example provides representative organic syntheses of precursors and 



reference standard compounds described herein. Parent applications U.S. Patent 
Application No. 08/904,424, filed July 31, 1997, and U.S. Provisional Application No. 
60/054,453, filed August 1, 1997, as well as co-owned, concurrently filed US Patent 
Application No. 09/126,958 and corresponding PCT application PCT/US98/ 15324 all of 
which applications are incorporated herein by reference in their entireties, are referenced 
specifically for their methods of preparation of these and many other related compounds. - 



In the Claims: 

CanfceisClaims 11-23 without prejudice or disclaimer. 
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